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2011 South Clark Place Room 
CP2/5C24 

Arlington, VA 22202 
ETATS-UNIS D'AMERIOUF 
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Date of mailing (day/month/year) 

28 June 2001 (28.06.01) 




International application No. 

PCT/JP00/04843 


Applicant's or agent's file reference 
YK0019 


International filing date (day/month/year) 
19 July 2000(19,07.00) 


Priority date (day/month/year) 
21 July 1999 (21.07.99) 


Applicant 

SAWADA, Haruji et a I 



1. The designated Office is hereby notified of its election made: 

| X| in the demand filed with the International Preliminary Examining Authority on: 
08 December 2000 (08.12.00) 

jT^J in a notice effecting later election filed with the International Bureau on: 



2. The election | X | was 

□ 



was not 



made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 



The International Bureau of WIPO 


Aui. nzed officer 


34, chemin des Colombettes 


Shinji IGARASHI 


121 1 Geneva 20, Switzerland 


Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 



Form PCT/IB/331 (July 1992) 



JP0004843 



• 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP00/04843 



A. CLASSIFICATION OF SUBJECT MATTER ^ n/in 
Int. CI 7 A61K35/72, A61P3/06, A23L1/28, A23L1/30 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 7 A61K35/72, A61P3/06, A23L1/28, A23L1/30 



Documentation searched other than minimum 



documentation to the extent that such documents are included in the fields searched 



Ele ctronic data base consulted during the i nternational search (name of data base and, where practicable, search terms used) 
CAPLUS ( STN ) , MEDLINE (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



X 
Y 



X 
Y 



Citation of document, with indication, where appropriate, of the relevant passages 



JP, 3-30667, A (Snow Brand Milk Products Co., Ltd.) , 
08'February, 1991 (08.02.91), 
Full text; Claims (Family: none) 

JP, 8-298982, A (Aasu Giken K.K.), 

19 November, 1996 (19.11.96), 

Claim 1; Par. No. [0001] (Family: none) 

EP, 462021, A (CHIBA FLOUR MILLING CO. LTD.), 
18 'December, 1991 (18.12.91) 
& JP, 4-49243, A 

JP, 50-68867, A (Oriental Koubo Kogyo K.K.), 
09'june, 1975 (09.06.75) (Family: none) 

Kazutorno IMAHORI et al. ed. , "Seikagaku Jiten » , Kabushiki 
Kaisha Tokyo Kagaku Dou j in (1 st printing in 1984) 
"biosynthesis of bile acid" £~z 



Relevant to claim No. 



1-3, 8-10 
4-7, 11-14 



1,3,8,10 
2,4-7, 9,11-14 



1-14 



1-14 



US, 4891220, 
(02.01.90) 



A ( Immudyne , Inc . ) , 02 January, 



1990 



1 



1-14 



I I Further documents are listed in the continuation of Box C. 

* Special categories of cited documents: 

"A" document defining the general state of the art which ts not 

considered to be of particular relevance 
"E" earlier document but published on or after the international filing 

"L" document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

"CT document referring to an oral disclosure, use, exhibition or other 

"P" document published prior to the international filing date but later 

than the priority date claimed 
Date of the actual completion of the international search 

06 October, 2000 (06.10.00) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



I j See patent family annex. 

U T later document published after the international filing date or 

priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 

U X" document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

U Y" document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 

Date of mailing of the international search report 
17 October, 2000 (17.10.00) 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP00/04843 



Box I Observations where certain claims were found uns earchable (Continuation of item 1 of first sheet) 

This international search report h as not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 



Claims Nos.: 15-19 

because they relate to subject matter not required to be searched by this Authority, namely: 

Claims 15 to 19 pertain to methods for treatment of the human body by therapy 
t-hus relate to a subject matter which this International Searching Authority 

is not required, under the provisions of Article 17(2) (a) (i) of the PCT and Rule 

3 9.1(iv) of the Regulations under the PCT, to search. 

^ bicaus^hey relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be earned out, specifically: 



3 ' ^ becaus'e^hey are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1. □ As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 



claims. 



2. □ As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. □ As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4 PI No required additional search fees were timely paid by the applicant. Consequently, this international 
search report is restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest O The additional search fees were accompanied by the applicant's protest. 

Q No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1992) 
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Datum/Date 

1 7. K- 02 


Zeichen/Ref /Re< 

EA-PCT-11714 


Anmeiaung Nr./Applicatior No/Demanae r c .//Patent Nr /Patent No /Brevet r.* 

00946404. 1-2107/JP0004843 


Anne lder/Apphcant/De mar.de urV/Patentm ha ber/Propnetor/Titu la i re 

Kabushiki Kaisha Yakult Honsha 



COMMUNICATION 

The European Paient Office herewith transmits the supplementary partial European search report 
under Rule 46(1) EPO relating to the above-mentioned European patent application. 

Copies of the documents cited in the search report are enclosed. 
The applicant's attention is drawn to the following: 

The search Division informs the applicant that if the European search report is also to cover 
inventions other than the invention first mentioned in the claims, a further search fee must be 
paid for each of these inventions, within ONE MONTH after notification of this communication. 

If the application has been filed up to 30 June 1999, the search fee in force before 01 July 
1999 (EUR 869,--) or the equivalent applicable on the date of payment is payable. 
This applies also to the search fees requested under Rule 46(1) EPC. 
See also OJ EPO 06/1999, 405. 

Additional set(s) of copies 'of the documents cited in the supplementary European search report is 
(are) enclosed as well. 




Note to users of the automatic debiting procedure: 

Unless the EPO receives prior instructions to the contrary, the search fee(s) will be debited on 
the last day of the period for payment. Por further details see the Arrangements for the automatic 
debiting procedure, Supplement to OJ EPO 02/1999. 




REGISTERED LETTER 



EPO Form 1507.2 (07.99) 




European Patent 
Office 



SUPPLEMENTARY 

PARTIAL EUROPEAN SEARCH REPORT A PP .ica,ion N. mD er 

under Rule 46. paragraph 1 of the European Patent EP 00 94 6404 
Convention 



i Category] 



DOCUM^ 

Citation of document with indication, where appropriate. 

ot relevant passages 



Relevant 
to claim 



CLASSIFICATION OF THE 
APPLICATION (I nt. CI. 7) 



US 4 251 519 A (ROBBINS ERNEST A ET AL) 
17 February 1981 (1981-02-17) 

*cf abstract, col. 3, line 59 bridging 
with col. 4, lines 1-16, example 7 on col 
7* 

v OP 03 030667 A (SNOW BRAND MILK PROD CO 
LTD) 8 February 1991 (1991-02-08) 

*cf. Patent Abstracts of Japan with PN 
03030667* 



1-3 ! A61K35/72 
18-10.15.' A61P3/06 
H6 : A23L1/28 

' A23L1/30 



1-3. 

8-10.15.'; 
16 



TECHNICAL FIELDS 
SEARCHED (lnt.CI.7) 

A61K 

A23L 



LACK OF UNITY OF INVENTION 



namely: 



see sheet B 



Place of search 

MUNICH 



Date of completion of the search 



26 November 2002 



Stoltner, A 



CATEGORY OF CITED DOCUMENTS 

y narticularlv relevant it taken alone 

Y pahicu'ariy relevant if combined with anotner 

document ol the same category 
A : technological background 
O : non-written disclosure 
p : intermediate document 



T theory or principle underlying invention 
E : earlier patent document, but published on, or 

alter the filing date 
D • document cited m the application 
L ; document cited for other reasons 

& . member of the same patent family correspond. ng 
document 



The European Patent Office is in no way haDle for these particulars wmc . 26^11-2002 



Patent document 
j cited m search report 



Publication 
date 



Patent family 
member(s) 



Publication 
date 



US 425 



1519 ~ A 17-02-1981 NONE 



JP 03030667 A 08-02-1991 N0NE_ 



1 For more detaHs about this annex : see Official Journal of the European Patent Office, No. 12/82 




European Patent 
OffiGe 



LACK OF UNITY OF INVENTION 
SHEET B 



Application Number 

EP 00 94 6404 



The Search Division considers that the present European patent application does not comply with the 
requirements of unity of invention and relates to several inventions or groups of inventions, namely: 

1. Claims: 1-3, 8-10, 15-16 

A cholesterol-lowering agent containing at least one yeast 
as an active ingredient, as well as the manufacture of a 
food or drink containing such cholesterol-lowering agent(s) 

2. Claims: 4-7, 11-14, 17-19 



A secondary bile acid production inhibitor containing a 
active ingredient, use of said yeast for the 
of a secondary bile acid production inhibitor 



yeast as an 
manufacture 



The present application relates to cholesterol-lowering agent capable of 
lowering the blood/hepatic cholesterol level, containing as an active 
inqredient at least one yeast belonging to Candida, Issatchenki a, 
Hanseniaspora, Kloeckera, Kluyveromyces , Pichia or Torulospora^ 
The present application furthermore concerns the use of a yeast as a 
secondary bile acid production inhibitor in the treatment of colorectal 
and liver cancer, pancreatic cancer or bile duct cancer or 

Th^use^^Candlda keyfr (FERM P-10731) and Candida tenuis producing an 
acidic polysaccharide having cholesterol adsorbing capacity is known 
from JP-A-03030667 (Snow Brand Milk Products Co. Ltd.). Moreover, US-A-4 
251 519 discloses the use of yeast glycan (Saccharomyces , 
Kluyveromyces) for preventing the increase of cholesterol and 
triglycerides in the blood of humans/animals.- 
As the use of cholesterol-lowering agents containing as active 
ingredient a yeast according to the present application is known in the 
prior art, the subjects as defined above are no longer linked by a 
common inventive concept involving a special technical/physiological 
feature in the sense of Art. 30 EPC. 
Therefore the application lacks unity a posteriori. 

As searching the other invention(s) would have caused a major additional 
searching effort, only the first invention was searched. 
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Datum/Date 



0 3. 03. 03 



Zeichen/Ref./Ref. „ . 

EA-PCT-11714 


-Anm*eTdung ^■ 7 ^g^ , ^^ /D | mande nC - /Patent Nr 7Patent No - /Brevet n ■ 


Anmelder/Applicant/Demandeur/Patentmhaber/Proprietor/Titulaire 

Kabushiki Kaisha Yakult Honsha 



COMMUNICATION 

The European Patent Office herewith transmits 
[""I the European search report 

□ the declaration under Rule 45 EPC 

□ the partial European search report under Rule 45 EPC 

DO the supplementary European search report concerning the international application under Article 157(2) EPC 

relat.ng to the above-ment.oned European patent application. Copies of the documents cited in the search report are 
enclosed. 

The following specifications given by the applicant have been approved by the Search Division : 

□ Abstract □ ™e □ F ' 9Ur£ 

□ The abstract was modified by the Search D,vis,on and the definitive text is attached to this communication. 

□ The following figure will be published with the abstract, since the Search Division considers that it better characterises 
the invention than the one indicated by the applicant. 

Figure: 

m Additional copy(copies) of the documents cited in the European search report. 

OA 



REFUND OF THE SEARCH FEE 

If applicable under Article 10 Rules relat.ng to fees, a separate communication 
from the Receiving Section on the refund of the search fee will be sent later. 
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European Patent 
Office 



SUPPLEMENTARY 
EUROPEAN SEARCH REPORT 



Application Number 

EP 00 94 6404 



" ir^nrnnrifllP 



Category 



9 



__o t_reievant passag es^ 



Relevant 
to claim 



CLASSIFICATION OF THE 
APPLlCAJlON _j_lnt.C1.7) 



3 



0 



US 4 251 519 A (ROBBINS ERNEST A ET AL) 
17 February 1981 (1981-02-17) 

* .hc+rart col 3 line 59 bridging 
Sir. " ilneh-ie, col 
7* 

OP 03 030667 A (SN0W~BRAND MIL* i PROD CO 
LTD) 8 February 1991 (1991-02-08) 

*cf. Patent Abstracts of Japan with PN 
03030667* 

W0 92 13896 A (BIOGLUCANS L P) 
20 August 1992 (1992-08-20) 

*cf. abstract, page 18 lines 24-30, table 
2 on page 20, page 29,_lines 1-15 

US 4 313 934 A (TANABE KOZO ET AL) 
2 February 1982 (1982-02-02) 

*cf. abstract, col. 1 lines 5-12 col. 2, 
lines 55-67, col. ^ _\1 34-39* 

PATENT ABSTRACTS OF JAPAN 
vol. 011, no. 193 (C-430) 
on limp 1987 (1987-06-20) 
& JP 62 016424 A (ROOTO SEIYAKU KK), 
24 January 1987 (1987-01-24) 

* abstract * 

^r^V^oV^ <k ; othe R s.. 

'oi) 11 June 1987 (1987-06-11) 
* abstract * 

-/- 



1-3, 

8-10,15, 
16 



A61K35/72 
A61P3/06 
A23L1/28 
A23L1/30 



Place ot search 



MUNICH 



■ Dale oi compienon ot tne -.earcn 

19 February 2003 



1-3, 

8-10,15, 
16 



4-7, 
11-14, 
17-19 



4-7, 

11-14, 

17-19 



4-7, 

11-14, 

17-19 



4-7, 

11-14, 

17-19 
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Examiner 
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P intermediate document 



T • theory or principle underlying the invention 
E earlier paient document, but published on. or 

after the filing date 
D document cited in the application 
L : document cited for other reasons 
& ■ member ot the same paient tam.i y ; corresponding 
document 



page 
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Office 



SUPPLEMENTARY 
EUROPEAN SEARCH REPORT 



DOCUMENJ^CONSJpER ED TO BE RELEVANT 



Category 



Citation ol document wrth indication, where appropriate. 
ot reiev-ant passages 



US 4 739 046 A (DI LUZIO NICHOLAS R ) 
19 April 1988 (1988-04-19) 

*cf. abstract, col. 2,J1nes 8-25* 

US 4 530 846 A ( NAGODAWITHANA TILAK ET 
AL) 23 July 1985 (1985-07-23) 

*cf. abstract, col. 1, lines 13-24, claim 
1* 

W0 96 28476 A ( KELLY~~GRAHAM EDMUND ;N0RVET U-7 
RESEARCH PTY LTD (AU)) 111-1 
19 September 1996 (1996-09-19 
*cf. abstract, page 9, lines 1-10, page 
25, lines 29/30, page 34, 3rd para.* 

PATENT ABSTRACTS 0E JAPAN 
vol . 1997, no. 07, 
?1 Julv 1997 (1997-07-31) 
& JP 09 077674 A (KAWASH1MA TAKAAKI ;KAT0 
SHIGERU), 25 March 1997 (1997-03-25) 
* abstract * 



Place of search 

MUNICH 



Date o< completion ol the search 

19 February 2003 



Application Number 

EP 00 94 6404 




5 

cr 

O 



CATEGORY OF CITED DOCUMENTS 

X parlicularly relevant il laken alone 

Y : particularly relevant it combined with another 

document ot Ihe same caiegory 
A technological background 
O non-written disclosure 
P intermediate document 



T theory or principle underlying the invention 
E : earlier patent document, but published on. or 

after the tiling date 
D document cited in the application 
L : document cited tor other reasons 



& . member ot the same patent family, corresponding 
document 
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ANNEX TO THE EUROPEAN SEARCH REPORT 
ON EUROPEAN PATENT APPLICATION NO. 



EP 00 94 6404 



Th,s annex lists the patent tamily members relatmg » the patent document cited ,n the above-mentioned European search report. 
T Th1 ^"p«^^ "are merely given tor the purpose o, ,n,or m ,,on. 

19 02 2003 



Patent document 
cited in search report 



Publication 
date 



Patent family 
member(s) 



Publication 
date 



US 4251519 A 
JP 03030667 A 
WO 9213896 A 



17-02-1981 
08-02-1991 



NONE 
NONE 



US 4313934 



20-08-1992 
02-02-1982 



AU 


1455292 


A 


07-09-1992 


WO 


9213896 


Al 


20-08-1992 


JP 


1224274 


C 


15-08-1984 


JP 


55148097 


A 


18-11-1980 


JP 


58057153 


B 


19-12-1983 


JP 


1408832 


C 


24-11-1987 


JP 


55147224 


A 


17-11-1980 


JP 


62013929 


B 


30-03-1987 


DE 


3017372 


Al 


20-11-1980 


FR 


2455893 


Al 


05-12-1980 


GB 


2048918 


A ,B 


17-12-1980 



JP 62016424 A 
JP 62129223 A 
US 4739046 A 



24-01-1987 NONE 
11-06-1987 NONE 
19-04-1988 



US 4530846 A 23-07-1985 

W0 9628476 A 19-09-1996 



AT 


71528 


T 


15-02-1992 


AU 


599045 


B2 


12-07-1990 


AU 


6229686 


A 


10-03-1987 


OA 


1337408 


Al 


24-10-1995 


DE 


3683479 


Dl 


27-02-1992 


DK 


198587 


A 


18-06-1987 


EP 


0232405 


Al 


19-08-1987 


FI 


871718 


A ,B, 


16-04-1987 


JP 


2550332 


B2 


06-11-1996 


JP 


63500805 


T 


24-03-1988 


KR 


9008442 


Bl 


22-11-1990 


NO 


871603 


A ,B, 


15-06-1987 


US 


4833131 


A 


23-05-1989 


US 


4761402 


A 


02-08-1988 


US 


4818752 


A 


04-04-1989 


WO 


8701037 


Al 


26-02-1987 


US 


4877777 


A 


31-10-1989 


US 


4900722 


A 


13-02-1990 


US 


4975421 


A 


04-12-1990 


NONE 


AU 


716181 


B2 


24-02-2000 


AU 


4871596 


A 


02-10-1996 


WO 


9628476 


Al 


19-09-1996 



Sj For more 



details about this annex : see Official Journal of the European Patent Office, No. 12/82 
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ANNEX TO THE EUROPEAN SEARCH REPORT 
ON EUROPEAN PATENT APPLICATION NO. 



EP 00 94 6404 



Th,s annex lists the patent family membersrelatmg to the patent documents cited in the above-ment.oned European search report. 
Th<= mpmhert are as contained in the European Patent Office EDP hie on 

iTe Europe Pl.ent Office is m no way liable for these particulars which are merely g.ven for the purpose of ,nformat,on. 

19-02-2003 



Patent document 
cited in search report 



Publication 
date 



W0 9628476 



Patent family 
member(s) 



Publication 
date 



CA 


2214899 


Al 


19-09-1996 


EP 


0815144 


Al 


07-01-1998 


GB 


2314850 


A ,B 


14-01-1998 


GB 


2331014 


A ,B 


12-05-1999 


JP 


11501691 


T 


09-02-1999 


US 


6242594 


Bl 


05-06-2001 



JP 09077674 A 25-03-1997 NONE 



£ For more details about this annex : see Official Journal of the European Patent Office, No. 12/82 
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European Patent 
Office 



Application Number 

EP 00 94 6404 



CLAIMS INCURRING FEES 



The present European patent application comprised at the time of filing more than ten claims, 
been paid, namely claim(s): 



□ 



No alarms tees nave Men paid .Win the pesclMd lime limit. The preseot European search repoh has 
been drawn up lor the first ten claims. 



LACK OF UNITY OF INVENTION 



see sheet B 



All further search fees have been pa,d within the fixed time limit. The present European search report ha. 



been drawn up lor all claims 

□ As all searchable claims couia oe st.an.neu 
did not invite payment of any additional fee 



As all searchable cla,ms could be searched without effort justifying an additional fee, the Search Division | 



□ 



irfSoos ih respect ot wh.ch search tees have Oeen pad. namely claims 



□ 



first mentioned in the claims, namely claims. 



Application Number 

European Patent LACK OF UNITY OF INVENTION 

Office SHEET B tr UU y ° 



1. Claims: 1-3, 8-10, 15-16 

A cholesterol-lowering agent containing at least one yeast 
as an active ingredient, as well as the manufacture of a 
o ok containing such cholesterol-lowering agent(s) 



2. Claims: 4-7, 11-14, 17-19 

A secondary bile acid production inhibitor containing a 
e an active ingredient, use of said yeast for the 

manufacture of a secondary bile acid production inhibitor 



ENT COOPERATION TRE, 

From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION CONCERNING 
SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 411) 


ARUGA, Mitsuyuki nT^^V 
Kyodo Bldg. v, «> / 
3-6, Nihonbashiningyocho 1-chome 
Chuo-ku, Tokyo 103-0013 
JAPON 


Date of mailing (day/month/year) 

01 November 2000 (01.11.00) 


Applicant's or agent's file reference 
YK0019 


IMPORTANT NOTIFICATION 


International application No. 
PCT/J POO/04843 


International filing date (day/month/year) 
19 July 2000 (19.07.00) 


International publication date (day/month/year) 

Not yet published 


Priority date (day/month/year) 
21 July 1999 (21.07.99) 


Applicant 

KABUSHIKI KAISHA YAKULT HONSHA et al 



1. The applicant is hereby notified of the date of receipt (except where the letters ' .... . , - ■ 

International Bureau of the priority document(s) relating to the earlier application s .nd.cated below. Unless otherwise 
indicated by an asterisk appearing next to a date of receipt, or by the letters "NR". in the right-hand I columr th« , priority 
document concerned was submitted or transmitted to the International Burequ in compliance with Ru.e.1 . .1 (c) c. ,b,. 

This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

An asteriskC) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 17.1 (a) or (b). In such a case, the attention 
of the applicant is directed to Rule 17.1(c) which provides that no designated Office may disregard the priority '^'"V 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the Internet. anal Bureau, 
as provided by Rule 1 7.1 (a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 17.1 (c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 
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Applicant's or agent's file reference 
YK0019 


IMPORTANT NOTICE 


International application No. 
PCT/J POO/04843 


International filing date (day/month/year) 
19 July 2000(19.07.00) 


Priority date (day/rnonth/year) 
21 July 1999 (21.07.99) 


Applicant 

KABUSHIKI KAISHA YAKULT HONSHA et al 



1 Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

AU,KR,US 

In accordance with Rule 47.1 (c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

CA,CN,EP 

The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
25 January 2001 (25.01.01) under No. WO 01/05412 

REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 1 9-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant s Guide. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 




Applicant's or agent's file reference 
YK0019 


SeeNotificationofTransmittaloflnternational Preliminary 
FOR FURTHER ACTION Exammation Report (Form PC T/IPEA/4 16) 


International application No. 

PCT/JP00/04843 


International filing date {day month year) 
19 July 2000(19.07.00) 


Priority date (day'monthyear) 

21 July 1999 (21.07.99) 


International Patent Classification (IPC) or national classification and IPC 
A61K 35/72, A61P 3/06, A23L 1/28, 1/30 


Appl,Cant KABUSHIKI KAISHA YAKULT HONSHA 



This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 



sheets, including this cover sheet. 



>< 



This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70 16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of _ 



sheets. 



This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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II 
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IV 
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VI 


□ 


VII 
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VIII 


□ 



Date of submission of the demand 

08 December 2000 (08.12.00) 


Date of completion of this report 

28 March 2001 (28.03.2001) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 
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INTERNATIONAL PREL«ARY EXAMINATION REPORT 



m 



ational application No. 

PCT/JP00/04843 



I. Basis of the report 

1 With regard to the elements of the international application:* 
| | the international application as originally filed 

[X] the description: 

pages 

pages 

pages . — 

p~] the claims: 
pages _ 
pages __ 
pages __ 
pages 



-49 



. as originally filed 
. filed with the demand 



, filed with the letter of 



3-7.10-14.17-19 



1.2.8,9,15.16 



, as originally filed 

, as amended (together with any statement under Article 19 

. filed with the demand 



. filed with the letter of 



□ 



the drawings: 

pages 

pages 

pages 



, as originally filed 
. filed with the demand 



, filed with the letter of 



| | the sequence listing part of the description: 

pages 

pages . 

pages 



, as originally filed 

, filed with the demand 



, filed with the letter of 



2 WM, re «„d ,» *= l.ngu.,., .11 UK el~ts ^ »>»»« wnn, nv.ii.bln or rn,,i S h=d ,. .his An.hnri,, in ft. inngn.nn in .»in» 

□ the language of a translate furnished for the purposes of international search (under Rule 23 .1(b)). 

□ the language of publication of the international application (under Rule 48.3(b)) 

□ the language of the translation furnished for the purposes of international preliminary examination (under Rule 5x2 and, 
or 55.3). 

With regard to any nuc.eotide and/or amino acid sequence disclosed in the international application, the international 
preLS examination was carried out on the basis of the sequence l.st.ng. 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 
Q furnished subsequently to this Authority in written form. 

□ furn.shed subsequently to this Authority in computer readable form 

M The statement that the subsequently furn.shed written sequence listing does not go beyond the disclosure ,n the 
international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence hstmg has 
been furnished. 

4. O Tne amendments have resulted in the cancellation of: 

| | the description, pages - — 

__j the claims, Nos. . 

| | the drawings, sheets/fig 
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•itional application No. 
_ _ PCT/JP00/04843 

| HI. Non-establishm ent of opinion with regard to novelty, inventive step and industrial applicability 

, The questions whether the cla.med invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of : 

the entire international application. 

claims Nos. \5-\9 

because: 

15-19 



The subject matters of claim 15-19 relate to a method for treatment of the human body by therapy, 
which does require an international preliminary examination by the Internat.ona. Prehmmary 
Examining Authority in accordance with PCT Article 34(4)(a)(.) and Rule 67.1(.v). 



|—1 the description, claims or drawings (indicate particular elements Maw) or said claims Nos. 
LJ are so unclear that no meaningful opinion could be formed (specify) ; 



are so inadequately supported 

. — , the claims, or said claims Nos. _ 

Lj by the description that no meaningful opinion could be formed. 

M no international search report has been established for said claims Nos • 



be earned out due to the failure of the nucleotide and/or amino acid 



Q th e written form has not been furnished or does not comply with the standard. 
Q the computer readable form has not been furnished or does not comply with the standard. 
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INTERNATIONAL PREL^BaRY EXAMINATION REPORT 
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ational application No. 

PCT/JP00/04843 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1 . Statement 



Novelty (N) Claims 1-14 YES 

Claims . N0 

YFS 

Inventive step (IS) Claims 1-14 

Claims NQ 

Industrial applicability (IA) Claims M4 YES 

Claims N0 



2. Citations and explanations 
Claims 1-3 and 8-10 

Document 1: JP, 3-30667, A (Snow Brand Milk Products Co., Ltd.), 8 February, 1991 (08.02.91), full 
text, particularly claims (Family: none) 

Document 2: EP, 462021, A (Chiba Flour Milling Co. Ltd.), 18 December, 1991 (18.12.91) & JP, 4- 
49243, A 

Remarks 

Document 1 describes that acid polysaccharide that is the ingredient composing the surface ot 
Candida kefir, an equivalent of yeast, is capable of adsorbing cholesterol and document 2 describes that 
LPS existing on the surfaces of fungus bodies such as yeast and other ascomycetes and various fungi is 
capable of lowering the cholesterol level in blood. Nevertheless, they do not describe that a yeast of the 
specific genus described in claims 1-3 and 8-10 has the cholesterol-lowering function in an in vivo 
system and this is not considered to be obvious to a person skilled in the art on the basis of these 
documents. 

Claims 4-7 and 11-14 n 
Document 3: Kazutomo Imabori et al. (editors), "A Dictionary of Bio-chemistry, the first edition (A 
publication of K.K. Tokyo Kagaku Dojin, first printed in 1984), page 763, the "Biosynthesis of bile acid- 
section 



In a 



drawing of document 3, the biosynthetic route of secondary bile acid is shown and it is considered to 
be well known to a person skilled in the art that secondary bile acid is biosynthesized from cholesterol by 
this route. According to the material submitted by the applicant on March 27, 2001, however, the level of 
cholesterol in the living body is not necessarily correlated to the amount of secondary bile acid, and it 
has been confirmed that there are a plurality of medicines which do not inhibit secondary bile acid 
despite their function to effectively lower cholesterol. 

On the other hand, it is fully understood from the result of the pharmaceutical tests described in the 
specification of the present application that the yeast described in claims 4-7 and 11-17 of the present 
application inhibits the production of secondary bile acid when administered to living bodies. Thus, the 
subject matters described in these claims are not described in the documents cited in the ISR and are 
considered to be non-obvious from these documents. 



Form PCT/ IPEA/409 (Box V) (July 1998) 
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t 'i\ rAMninA KFFYR AND C\NMfiV TENUIS TO PRODUCE ACIDIC 

POL?s?caS AND OXIDIZED A 

CHOLESTEROL ADSORBINgWlITY AND ACIDIC POLYSACCHARIDE^ 

PRODUCED BY THE SAME FUNGI 
(11) 3-30667 (A) (43) 8.2.1991 (19) JP 

(21) Appl- No. 64-165077 (22) 27.6.1989 

71 SNOW BRAND MILK PROD CO LTD (72) KEN J I WATAN ABE(l) 
51 Int CI 5 . C12N1/16,C08B37/00,C12P19/04//A23L1/30(C12N1/16, 
C12Rl/72)(C12P19/04,C12Rl/72) 

NEW MATERIAL: Candida kefyr or Candida tenuis capable of producing an 
acidic polysaccharide having cholesterol or oxidized cholesterol adsorbing ability. 
EXAMPLE: Candida kefyr (FERM P-10731). 

USE: A fungus capable of producing an acidic polysaccharide useful as cholesterol 
and oxidized cholesterol adsorbent. Producing the acidic polysaccharide in 
high yield. 

PREPARATION: Being separated from kefyr granules useful as seed culture 
of alcoholic fermented milk drink. 



(54) STABILIZATION OF PRESERVING LACTIC ACID BACTERIA, MATERIAL, 
SOLUTION AND FAT AND OIL COMPOSITION CONTAINED IN THE 
STABILIZED LACTIC ACID BACTERIA 

(11) 3-30668 (A) (43) 8.2.1991 (19) JP 

(21) Appl. No. 64-167266 (22) 29.6.1989 

(71) KANEGAFUCHI CHEM IND CO LTD (72) HIROAKI YAMAUCHK7) 

(51) Int. CI 5 . C12Nl/20,C12Nl/16,C12Nl/38//(C12Nl/20,C12Rl/01)(C12Nl/20, 
C12Rl/46)(C12Nl/16,C12Rl/865) 

PURPOSE: To improve stabilization of preserving lactic acid bacteria and to 
obtain simply usable lactic acid bacteria having high activity and stability 
by blending and dispersing lactic acid bacteria into squeezed yeast. 

CONSTITUTION: For example, lactic acid bacteria of genus Lactobacillus or 
Leuconostoc are blended and dispersed into squeezed yeast such as baker's 
yeast or wine yeast belonging to the genus Saccharomyces cerevisiae to stabilize 
the lactic acid bacteria. 10 6 -10 11 lactic acid bacteria are blended and dispersed 
into lg squeezed yeast to give a stabilized lactic acid bacteria-containing mate- 
rial. As another stabilization of preservation, 105-1011 lactic acid bacteria are 
blended with a solution containing 0.1-30wt.% protein substance at pH4.0-6.0 
to give a stabilized solution containing lactic acid bacteria and further 5-70 
pts.wt. of the stabilized solution containing lactic acid bacteria as an aqueous 
phase part is blended with 95-30 pts.wt.. fat and oil part and 0.1-0.5 pts.wt. 
emulsifying agent to give a stabilized lactic acid bacteria-containing fat and 
oil composition. 



(54) MEDIUM ADDITIVE FOR ANIMAL CELL CULTURE, PRODUCTION AND 
ITS USE 

(11) 3-30669 (A) (43) 8.2.1991 (19) JP 

(21) Appl. No. 64-163731 (22) 28.6.1989 
(71) IWAKI GLASS K.K. (72) KAZUO 11(2) 
(51) Int. CI 5 . C12N5/06 



PURPOSE: To obtain the subject additive providing a etronger promoting effect 
on cell multiplication than fetal calf serum in culture of human normal diploid 
fibroblast, Hera cell, Vero cell, etc., comprising a component absorbed on hepa- 
rin in mammalian plasma or serum. 

CONSTITUTION: Plasma or serum of mammal such as bovine, horse, swine or 
goat is brought into contact with heparin and a component adsorbed on heparin 
is collected to give the objective additive. 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



3nal application No. 

PCT/JPOO/04843 



I. Basis of the report 



1 . With regard to the elements of the international application * 
| | the international application as originally filed 

[jj the description: 

pages _id2 

pages . — 

pages _ 

□ the 



. as originally filed 



. filed with the demand 



. filed with the letter of 



: claims: 



pages 
pages 
pages 
pages 



3-7.10-14.17-19 



1.2.8.9.15.16 



. as originally filed 
. as amended (together with any statement under Article 19 

. filed with the demand 



. filed with the letter of 



| | the drawings: 

pages 

pages 

pages 



. as originally filed 



. filed with the demand 



. filed with the letter of 



| | the sequence listing part of the description: 

pages ___ 

pages 

pages 



_ . as originally filed 
, filed with the demand 



, filed with the letter of 



■> With regard ,o the .anguage. a.l the elements marked above were avai.abje or furnished to this Authority in the language in which 
1 "' the international application was filed, unless otherwise indicated under this item 

These dements were available or furnished to this Authority in the following language _ 

□ the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

□ the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3 With regard to anv nuc.eotide and/or amino acid sequence disclosed in the international application, the international 
' " ' preliminary examination was carried out on the basis of the sequence listing: 
| | contained in the international application in written form. 
Q filed together with the international application in computer readable form 
| j furnished subsequently to this Authority in written form. 
["I furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure ,„ the 
international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence l.s.tng has 
been furnished. 

4. O The amendments have resulted in the cancellation of: 

1 | the description, pages 

| 1 the claims, Nos. 



| | the drawings, sheets/fig . 



i r-n Th,s report has been established as if (some of) the amendments had not been mad. since they have been considered to go 
| 5. L_J beyond lhe disd osure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 

and 70. 17). . 
Any replacement sheet containing such amendments must be referred to under item 1 and annexed to tins report 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 




,onal application No. 

PCT/JPOO/04843 



„,. Non-estab.ishmen, of opinion with regard to novelty, inventive step and industria! applicability 



" — " ' " " " i_ I , ;,,....|.,, ,, n inventive stcn (to be non obvious), or to be 

1 The questions whether the claimed invention appears to be novel, to mvoU, an unent.ve st.p 
industrially applicable have not been examined m respect ot: 

| ] the entire international application. 

claims Nos. 



because: 



The subiect matters of claim 15-19 relate to a method for treatment of the human body by therapy, 
Jl T'el T^ an international preliminary examination by the Internat.onal Pre.nmnaty 
Examining Authority in accordance with PCT Article 34(4)(a)(,) and Rule 67.1(,v). 



13-19 



rn the description, claims or drawings f indicate particular elements Mw, or said claims Nos. . 
U are so unclear that no meaningful opinion could be tormed (specify*. 



are so inadequately supported 

i 1 the claims, or said claims Nos. _^ __ ^-^h 

II by the description that no meaningful opinion could be tormed. 

no international search report has been established for said claims Nos ISzM 



□ ,he written form has not been furnished or does not comply w.lh the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 
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In^^^onal application No. 
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. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Statement 

Novelty (N) 

Inventive step (IS) 

Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-14 



1-14 



1-14 



YES 
NO 

YES 
NO 

YES 
NO 



2. Citations and explanations 

Document ™Jp! 3-°30667, A (Snow Brand Milk Products Co., Ltd.), 8 February, 1991 (08.02.91), full 
text, particularly claims (Family: none) 

Document 2: EP, 462021, A (Chiba Flour Milling Co. Ltd.), 18 December, 1991 (18.12.91) & JP, 4- 
49243, A 

Remarks ,. . r A ^ 

Document 1 describes that acid polysaccharide that is the ingredient composing the surface ot 
Candida kefir an equivalent of veast, is capable of adsorbing cholesterol and document 2 describes that 
LPS existing on the surfaces of fungus bodies such as yeast and other ascomycetes and various fungi is 
capable of lowering the cholesterol level in blood. Nevertheless, they do not describe that a yeast of the 
specific genus described in claims 1-3 and 8-10 has the cholesterol-lowering function in an in vivo 
system and this is not considered to be obvious to a person skilled in the art on the basis of these 
documents. 



Claims 4-7 and 11-14 

Document 3: Kazutomo Imabori et al. (editors), "A Dictionary of Bio-chemistry, the first edition (A 
publication of K.K. Tokyo Kagaku Dojin, first printed in 1984), page 763, the "Biosynthesis of bile acid 
section 

In a drawing of document 3, the biosynthetic route of secondary bile acid is shown and it is considered to 
be well known to a person skilled in the art that secondary bile acid is biosynthesized from cholesterol by 
this route According to the material submitted by the applicant on March 27, 2001 , however, the level of 
cholesterol in the living body is not necessarily correlated to the amount of secondary bile acid and it 
has been confirmed that there are a plurality of medicines which do not inhibit secondary bile acid 
despite their function to effectively lower cholesterol. 

On the other hand, it is fully understood from the result of the pharmaceutical tests described in the 
specification of the present application that the yeast described in claims 4-7 and 1 1-17 of the present 
application inhibits the production of secondary bile acid when administered to living bodies. Thus the 
subject matters described in these claims are not described in the documents cited in the ISR and are 
considered to be non-obvious from these documents. 
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3i/Xfa- )itfjH-m izMo&^ntzm, \zwn znz>z.tu< mnm \z^ 
mzft%fr^(Di£i£<nm-vm ! gizffit)i£tL. mmtmz^izmm^n^u^n, 

□ — HM<£>{£T $6 £ [Ester G. Offenbacher and F. Xavier Pi- 
Sunyer, Beneficial effect of chromium-rich yeast on glucose tolerance 
and blood lipids in elderly subjects. Diabetes. 29, 919,(1980)) 
i&itZnAt 5 gOt-)l#«^ l OilW, igAlcfi4-Lfc*SS. itni/Zf 
a-»l-ffi^TG{zttLTjgW£#*fta>o££0)$B£ CCaral J Rinko, and F. 
Xavier Pi-Sunyer. The effects of inorganic chromium and brewer's yeast 
on glucose tolerance, plasma lipids, and plasma chromium in elderly 
subjects.. Am. J. Clin. Nutr., 42, 454,0985)) ^>i7 u Afctt^LTHftto 
hi- 'l i$S£f£ffl L fc»AK»T liiliirf u V X-r D-;m©<ST^ft*tt?a:^-3 
<hCD$8^ CArne T. Hostmark. Einar Eilertsen and Ole Gronnerod, Plasma 
lipid and lipoprotein responses of rats to starch and sucrose diets with 
and without brewer's yeast.. J. Num.. _109, 1073,(1978)) ^$5. ifc. 



WO 01/05412 - PCT/JPOO/04843 



^±&Ltz£on£ CJorge De Abreu and Nancy Mi 1 lan. Effect of addition 
of brewer's yeast to soy protein and casein on plasma cholesterol levels 
of rabbits. Archives Lat inoamer icanos de Nutricion.. 44- 18.(1994)] fcfc 

-OZSlZttOtZ.** (brewer's yeast) 0«BHf^»QfeSa* 

BB(D*?/-)m&W' (Sporobolomyces 
ruberrinus ) SaccMrmnyces uvarum EfcHT, ^>(:3l>Xfo-.)^ 

5 v h o jfiiw 3 u x x o - h 'J * u "t "7 ^ ffi 

65,(1984)) #*0, £1: Sacch^rmnyces cerebis iae tP%g±»**-?fr*<Pfri* 
3l/^fP-MfiTStfct^^S [#ffl&BS> Saccharomyces cerebisiae 
»**(DJfc*3^TD-^Tttffl^^- ***** 26, 371,(1973)) 

ft) ^uxfn-^b^^, ^jy>Xtt^'i>^^'J'» x 

0li*^©«iR*ftnfcBtt-Ktt» Hrt«B*C«k -TR1S^7 a-K*l6^ 
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n l ^EfMeTfeSn-^lliifr / T-'^-^->n-JL Sf<7) 7 a -I5J7K^ibS^ll=fc 
oTiLJS. 2&EH-IS©— ^JH^bSibWtC^JlZ^nTffFR^ff L 1 
&Efl-g! £ ffi«S t-ftilFFteiR £ Hft 0 iST# . 31 0 co mttwt « ££M * ^ <h m $ n 5 o 

;UKft£©2;fcEfl-»te, frB£< 8?Si^. EO^mzm < H# 

LTftUBU ±J3IS, Jffffi, B$BS&. EfflS©38£&iEiiTS *IT 

(Narisawa, T. . et. al., J. Natl. Cancer Inst, 53, 1093-1097, 1974. 
Tsuda, H., et. al.. Gann, 75, 871-5, 1984, Makino, T. , et. al., J. Natl. 
Cancer Inst.. 76, 967-75, 1986). Sit. 2 &Mi+g^fgJ£7 p M-*-fiH4 
{*. l^EH-KtCjt^TttS^tcaH^ife^^nTtiS (Narisawa, T. . et. 
al.. J. Natl. Cancer Inst.. 53, 1093-1097, 1974 , Reddy, BS. , et. al., 
Cancer Res., 37, 3238-3242, 1 977) . £b!C> gifi, ft^y^-^CUL 
Tli, afeJ^JZfcEeSEOfSJEJCM^L^SCt^^nTliS (Marcus, SN. , 
Heaton, KW. , Gut, 29. 522-533. 1988). 
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Ztl^Z, ^-yU>l©^IT^7>t'y'J> (Low-Beer. TS. , 
Nutter. S.. Lancet, 2 (8099). 1063-1065, 1978), 3 a, 12 3->'tKo* 
.>-50-^>-24-N-^WS> (Roda, A., et. al.. J- Pharn. 
Sci., 81, 237-240, 1992), t'J^-iT?»5^7n-X (Magengast, 
FM., Eur. J. Clin. Invest.. 1 8. 56-61. 1988) (Lampe. JW. , 

et. al.. Gut. 34, 531-536, 1993) K^Ttt, »fttt»^©02*lM 

7 >t»yU>^3a, i23-/tHO^>-53-37>-24-N-/ 
W5 >li, ^lf^f^^7a-M«^it^i^W 

T51pH«W^7a-W«««^ 2 
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DX7^T7'77'J*-t, ?;i^DV^7,-~J^7^ ^M^O 
+ t>f ^ ^7^7 ( Candida kefyr ) YIT 8 2 3 7 (FERM BP-7214, 

b&kb 1999 ^ 7 ^ lea, mtmm as*x*ft«K**i«*s«w« 

305-8566 B«iiO<(CTHT§lS3^ <£TFHU», 
/\>-fex7Xtfr> Wt^I* ( HansenUspora uvarum ) YIT8164 (FERM 
BP-7212. SfKB 1999 ^7 74 16 B), ^^>^F7 *'JX>*U* 
( IsHtcher^a orientalis ) Y I T 8 2 6 6 (FERM BP-7215, 1HCSFKB 1999 * 
7H 16 0), ^DX-y-ir7> 77'J*-t (Kloeckera africana) Y I T8 1 6 
5 (FERM BP-7213, HC«f£B 1999 ^7 3 16 0). ^H^D7^t7> VJ^ 
->7^-X ( Kjunerojnyces nmrxianus ) Y I T 8 2 9 2 (FERM BP-7217, lK«ft 
0 1999 16 B ) * ^M^D7^t7 5*^* ( Kluvveroiyces 

Uctis ) YIT 8 2 6 3 (FERM BP-7216, HC^fEB 1999 ^ 7 ^ 16 BK t^7 
7t.I / -H~ ( Pichia farinosa ) YIT 8 0 5 8 (FERM BP-72KK ffffttB 1999 
4£73 16 B). H1^7*7> x^T^Xy*- (Tnnil asoora delbrueckii) 
Y I T8 1 1 4 (FERM BP-721K ^f6B 1999 ^7 7^ 16 B). 

iEitt^*STiSl-«5©i01?*oT. rtf (The 
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yeast), % 3 J£ N. J. W. Kreger-Van Rij, Elsevier Science Publishers B. 
V., Amsterdam, 1 984 j lZffifK<D|^a^4*<Z)tt^<hi3lS^I«lT**. 
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2&mnwt]££fflfflMizm^znz#mt&\zEij£zti'?, ^tzmmzit. m 

i-mzmmLttw, mzn-.^m. **ynn-)\,m. ^un^-m >tj 
?-t*i'n-*\,m.m<n 1 %mn&?&Mi&> *si»tiitK. yoft/is. 

t7h°f7S, +t>y'm h^7,X*7S, tf^TSWM'-t^y 

^7, A/tl774? • 0^77A, it-v*D5t7'tHiyI, ^rvtiU 
7#77, ^7*D5t7-/it+7, ttftf^T • 7/;i- h~, tt/v7^ 

^•y'J/H?-/!, +t>y'7'-af J7, h ;U 7 7^ 7 • -rOl^UX >y , 
tf^T • 7777, tf^-7 • *->l7^— RCJf^^'-y- *D7-ft^ ■ d^v — 7&» 
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-1--tt^x>=^7 :fJX>7U7 ( Issatchenkia orental is ) Y ITS 26 6 

(PERM BP-7215). 7 JU-I' ^\ O 7 ^ t X TJ^y7t^ ( Kluweromyces 
mar xi anus ) YIT 8 2 9 2 (FERM BP-7217), ^H^D"<t7 ?7^7 

( Kluweromyces lactjs> YITS 2 6 3 (FERM BP-7216), J'H^OT^t 
x +}-- ^hl/^>7 ( Kluweromyces thermoiol erans > YIT8 2 9 4 (AT 
CC 2 0 3 0 9), A>t-77#5 ^^^A (Hansen! aspora uvarum) 
Y I T 8 1 6 4 ( FERM BP-7212 ) , it •;/ * □ 5 ± 7 -fe 1/ tf -> X 

( Saccharomyces cerevisiae) Y I T8 1 1 6 (ATCC 4 8 5 5 4),77 
#D5-fe7 ^-<l/>>7 ( Saccharomyces cairensis : YIT819 1 (CB 
S 3 0 0 7). t7iJOat7 X^y^'-A (Saccharomyces exiguus) YI 
T8109 (CBS 3 oi9),itv-77DS-fe7 ^ X 7 7 

( Saccharomyces unisporus ) Y I T 8 2 2 6 (FERM BP-7209, MKB 1999 * 

3 ^ 25 El, «K«H 

305-8566 H*BB***0<«m*lTBl»3#) , 

7 ( Saccharomyces bay anus) Y I T 8 1 2 8 (CBS 3 8 0). k^titT 
7 *iVh- (H^hoplchia bjinonii.) YIT 8 2 9 9 (CBS 2 3 5 2), +t 
>V* 77^7 ( Candida kefyr) YIT 8 2 3 7 (FERM BP-7214) , **>z? 
y X^x;i/>-- ( Candida etchellsii ) YIT 8 2 7 8 (ATCC 6011 
9), -if<^7-fx7 (Candjda zevlanoides ) YIT8018 (I 

F O 0 7 19), V7- ( Candida solani ) Y I T 8 0 2 3 ( C 

B S 1 9 0 8), ^t>v^ ^ ~^ Candida maltosa ) Y I T 8 2 8 3 

(ATCC 2 8 1 4 0). *r*>z/? hnk°#U7 (Candida tropicalis) 
YIT 8 2 8 6 (CBS 94)^t>^' >■ .J > F 5 ->X (Candida 
cylindracea ) YIT 8 2 7 6 (ATCC 1 4 8 3 0) , X^U 
7 ( Candida utilis) YIT 8 2 0 4 (ATCC 9 9 5 0), Ml, 5**5 
fJ^JH!'*- ( Torulaspora delbrueckii ) Y I T 8 3 1 3 ( J CM 2 2 
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0 4 ) JkZSY ITS 1 33 (IFO 1172), fcf^T 7 7 77 ( Pichia 
anomala ) Y I T 8 2 9 8 (JCM 3 5 8 7 ) RlSY I T 8 2 9 7 (J CM 
3 5 8 3 ), t°^7 *;i/X^- ( Pichia holsiii ) YIT 8 0 3 8 (ATCC 
5 8 04 8), R^'^^'+t'y^c-T-f-feX □ v — ( Zygosaccfaaromyces 
rouxii ) YIT81 29 (CBS 7 3 2 ) < 

1>5"JX (Issatchenkia oriental is) YIT 8 2 6 6 (FERM BP-7215) 
t^IftWlC^ti, S1(DI0^®^T. r if <-Xh (The yeast), ^3 
US N. J. W. Kreger-Van Rij, Elsevier Science Publishers B. v., Amsterdam, 

i984j \ztzm<Dmmmm<D&Witmm-?$>2> a 
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mmizmmm, >&miz&CTi&£M> mmm. mn#L m&m, mmm. m&m 

LTit tK. x?/-;k ^n/t.'-Ji'. lyD-y^ 7'K^7#S^ ^>y>^, 
th'J^A, XfT'Jyi^.^'Jt'JF, ?L8M?£. WJtLTlM^JP 

^^tfcii-s^ ±tmm&m*(vgi:&Fnizmuv:L&z>z\£{zj:v 
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mmm i 

I7i:^il0 0iL smn^<0SO7773 (5 0 0mL) 
CilU 3 0°CTMch^^* ( 1 2 Ospm) L£. 

2 0il:lOU^-M (»«7L) i:SP77^3 2*^«ib 
T30t :i :Ti l^gO. 5vvm, M&mm 2 5 0 rpm, pH6. 0 (5N<0*« 

& ^ £ £ L . 



pH6. 0 



30g 
lOg 

5g 

lg 

2g 

0. 5g 
1L 



19 



WO 01/05412 PCT/JP00/04843 



(□) tmrnn^mm 
1 0 %*mulfz. 

S8 





*rB8# 




5 %mmw 




22. 30 


17.35 


19.83 




1.0 


1.0 


1.0 




10.0 


9. 45 


9. 72 j 




4.0 


3. 54 


6. i 1 




1.0 


1.0 


1.0 


fiilH^n 'J > 


0. 15 


0. 15 


0. 15 




0. 5 


0. 5 


0. 5 




0. 25 


0. 25 


0.25 




10.0 


7. 46 


8. 73 




50. 80 


50. 12 


50.46 




0.0 


10. 0 


5. 0 



mmmi (□) -vmnLrzhnzm^tz, 

a) 10 %mm^m^m^-m 

5MB(Tj Wistar Il7-vh (B*^17S!) t l Jl>5'.)^SSF-2 

b) 5 ?^mm^mn^m 

5 j1*p(7) Wistar mm^-y h (B*^^7I3) t'JX>5'«gF-2 
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a) 1 o «»#^frsm&#3* 
DL^WJ#ie^sa:R^fc». b£7 1 1 oa4^sft»«f« 

b) 5%SS^fi^4i 

DL^»U#ia^^»^fci, SSI7 1 7 OimSMl 
(3) Iff»lli«<OSi3e 

Folch b^gi:^^ ^D*U : (2:D Trfrofc. 

* oP*UTI^»m t . X* y-^ftRL T€r*fr MKa#<B 

[0 0 3 9] 
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&W]%)Um<Dx£%:\Z> Ban leu Sit:: 15— r££4&/E Lfcff. 3?*Mft<E> 

-:X7ES2McDM.7tW^MT Dunneti m<D£M)tm&im$:. ^ftWiCD 
(Bart lei t ffiil=fc O^^K^ 5 %T*£/££tft WI^Ibtlfc^M 
!3 Kruskal-Wallis 0*£/£**lT Dunnett M cD^M J±i&m^ £ fr o 
Dunneti ^tO^MitiS^^X^iW-exK^^: 5 1 %t3fx^L. &7K*T#>£ 

m^n U.Xrn-iHT$ 1 0 0 =i UX^n-Jl/^^"^^^^ 

XfD - ^^Jn^ ^^-^ L 7c*f 7 >y h (D skm 3 u X ^ □ - MI £ m C V ^ 

■:3 ttM^fL^Q^ (Atherosclerotic Index) 
KM^ftm^ (A I ) f±. 

A I = (VLDL3L-XTO-iUI+LDL3l/7>rD-JHi) /HDL^ 1/XrD-JHI 

-CS$n^)^\ «fllK©M^b^W(i^T^ii^{c;i. ifa^zi U x^n 
— MStifll&HDLin l^x^n— ;Hfi£flH>T. ^^^b^6*7c 0 

AI= (mSMSn U XT-D-n-M-ifiiSIHDLn l^Zfa-il-ii /MHDLn^Xfn 
-MB 
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3l/7fO-;^llI]tSW3UXfD'JH* J 7 2. 5mg/dL ^$>^<D\ZM 

WCRLT. iliHLD3^fO-MKn^4 5. 9mg/dL 
LT 3 1 . 4mg/dL tWtl:ITUTl^. 
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(mg/'dL) 


HDL 3^fO-^ 
(mg/dL) 


ft mmw) 


72. 5±6. 1 


45. 9±4. 2 




325. 3 ±: 48. 6 * * 


31.4±4. 00** 



**p<0. 01 

ii o 









32.9±8.4 




637. 9± 60. 70* * 



**p<0. 01 



-£MM l (z^-r^ST^>-^#^ff &2 OOgO^^ilft; (i l 
fftf'tll 0 (*8 CD l 0 %mmW LT, l|f8E©S^^t, 7BK. 
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^n-nm^mmi. mmmtm%L[$7 . 97-9. e 2 £-e_t#L/z^\ pic 

(1. ?»K^07<t7 7)^y7tX YIT8 2 9 2. ^M^OT'ft 
X 7?fX YIT 8 2 6 3. /\>tZ77X^7 ^^>7A YIT816 
4, -f-*t^x>^T i-'JX>^UX Y I T 8 2 6 6 , =^-1r>v^ tr?s(T 
Y I T 8 2 3 7 , fcT^T 7 t U / "tf Y I T 8 0 5 8 ttHftl bM&xm^lk 

m IT, l»8E^®9JfaViT, 1 4 Bra. 1015gOHiftmfc„ 
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Tmn TztKzil -',n L n-)imtt-?$)ZZ\tft / >ffrZ>o 

m 1 6 





mmm-km \ 538. 9± 53. 5 

?H^07<t^ 7il4-/7t^ YIT8292 i 459.6 + 44.9" 


> n -r n -7-r -t x v.7^x YIT8263 

+ + > v*y T7 r T YIT8237 
?ni r V7 77 ij 27—*- YIT8I65 


469. 1 x54.3 
370.2±51. 1" 
368.5 + 67. 1" 
399.5x43.3" 


'\>tr7X#7 ^O't^A YIT8164 
-f-H-^x>+7 tUX>^UX YIT8266 
t^T 7 7 ij j-*f YIT8058 


422. 2 + 57.2 
390.8 + 49. 1" 
348.5±36. 9" 
331. 9 + 40. 2" 


hf'X^^ -=r;l -/JUX'.v4— YIT8114 


463. 1 ±66.9 
380. 1 ±65. 4" 



**p<0. 01 

&mm 5 mftm&mm 

(CA), 5"^D3-;i/S! (TCA), yUn^-J^ (GCA), ^ 
-f-r^+vu— VUK (CDC A), ^li^:** (DC A) ©thU^ 
Aifi ( > ^7ftS) * % Jittftjgrt* 1 m.M <h § «fc -5 IC p H 6 . 7C0. 1MU 
>HM*^MipH7. 5C7)0. 1MU Lit. 

<- f t^^>+-T t , Jl>^'J7YIT 8 2 6 6»^jSIft, 1 0 0 mg 
& 1 5mL OTia^i-^lCflKO, ±Tf£»L£fiBff-KJ8i£. 3. 5mL 

£jJD;tT> 3 7CTM ( 1 2 0 spm) Lfc. 1 ^rW^lC, »«Mfr^iS^^« 
( 1 2, 0 0 0 rpm, lO^W) iZX-DTVCmZHT. Aim&ftMLfz. Z\<D± 
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mnmRMm (%) = [{•»L^IBft-^(ninol)-±rS4 | cOIBH-^(nmol)} 

, '»Lfcfli«(nmol)] x 1 0 0 

mi 7 izmn-m^mm^^To -r-tr^x>*7 tui/^uxY i ts 2 6 

pH6. 7tpH7. 2 (D^J^^(3^^Tl5^|W]#CD'fiIT^o7 t Co ~nb<7^S^ 
^1 7 



<+^x>*7 t'jx>^>J^©E?tRiR** (%) 





CA 
PH6.7 


CA 

pH7. 5 


TCA 
pH7. 5 


GCA 
pH7. 5 


CDCA 
pH7. 5 


DCA 
pH7. 5 


-flt^x^T *UX>^U X YIT8266 | 40.3 


40.2 


29.3 


43.8 


68.8 


73.7 
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1 8 









fm (%) 




Y I T 

No. 


CDCA 
(pH7. 5) 


DCA 
(PH7.5) 




8292 


63.0 


60.0 


7 JK^P V'~t7 f 7-=?\7 


8263 


54.4 


41.0 




8294 


79. 5 


53.6 




8164 


68.0 


40.3 


f':'*D5t" ± I h > X 


8116 


66.6 


54.5 




8191 


50.8 


44.7 


+f7lJP5t 7 :7 i 7 — 7. 


8109 


55. 5 


50.4 


| ■*+ "OD^t 7 XX 7 # "7 7 


8226 


58. 8 


65.5 




8128 


61. S 


64. 3 




8299 


51. 6 


35.3 


1 ^F-v>>7 v 7.i7 


8237 


56. 2 


55.3 


>> ? X^xJl/v — 


8278 


55.8 


45. 1 


4 1 ^ > v : $7 irM -7 / < 7'7 


8018 


76. 1 


56.0 


7^^>y V^X 


8023 


52.0 


36.9 


. 1 


8283 


58. 3 


46.4 


+r >> * hp tr*u 7 


8286 


58.3 


40. I 


+ > U ^ h'7> X 


8276 


58.8 


53.0 


: W af'J7 


8204 


51.6 


42.2 




8313 


58.6 


52.6 


hil 7X^7 7=Ji 7 )1X7^- 


8133 


64.6 


49.4 




8297 


56.4 


43.4 


fcf^T 7/77 


8298 


51.6 


60.9 


fcf^T r^;U7^- 


8038 


58. 8 


54.6 




8129 


48.0 


39.8 


■fc;i D-7 (it«W) 




4. 1 


3.7 



5MB<D Wistar ^17 7 h (B*^U7S) ~t U X > * )Vmm±m. F - 
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5. 


00 
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00 



i4Bfiiti©tiM, Mmnm-km^mr-it. mi&m%.isfommmm\z 

[0 0 3 8] 

mmm 

2 5mg <D1 2-1 4 B ^ ^ ^"^^ 7 °^ f (1 

5mL) izmomV. 0. 15^mol CDftM^Ptllf (5-0-^^t>-3a, 
17 a, 2 0a-h'Jt-^) t 5 mL COX^ 7 -)V&lMXT. 7 0t£D7*D7 
/, t-^-T2B#KJP^tfc 0 ^F^^^at'L^H ( 3 0 0 0 rpm, 15 5^) \Z 

tti^^O. 5mL CO^^y-Atl^^L/itt, 0. 4 5/imC7^M- (B* 
5U#Tii®D SiLT^^^t. lO^LWfy^MHPLCyXf 
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^20 






AS : 


T-t h- h 'J '1 • * ? jk-'S OmMRRT ^' : E — 






(30 : 30 : 40) 




Bi& : 








(20 : 20 : 60) &m 




m&£& : 


10OXBI, OP^Ai^b. Ei^WlI^7> : X> 






^ttT3 2 0°foB?£. 1 O O %A&£L/t 


o 










1. Only yf 




^7ASg : 


2 5°C 





> ;j r X^ftS^iA =?L. Bi lepak-I I (4. 6mm i.d.> 250mm) 



ftffijj^A&mT&Lrzmttimz, Kfom (o. 3mM iS--zi^>^7= ft 

f->y^^l/tf F (/3-NAD*) . lmM Ifl/>-/7= >E3KKR^O. 
0 5 % 2 - ^J^7M^ /— ;l £^t? 1 OmM 'J>t*'JC7A«iift. pH7. 
8) £1. 0mL/#©«Ej8Tg£Lfc. 3o-t Ho + y7f D-f 

K^fc Kn^t- if£5feaiLfci**:*7 7A, Enzymepak (4. 6mm i.d. 

NADH -NAD*(DW7tm) SrStffcfctiJSIT^ — Lfz (lgSS3 4 
5nnu %7t^4 7 Onm). 

2 ^aa?tiejg^«i«ij5apj©^ms:!S«^< swe#£ z t&nmviz. 
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2 1 





l /x nio i / udy j 
























1. 52=1=0. 


35 


8.52±3.05" 


3->a'J 


0.20 + 0. 


09 


8.48±1.55" 




0.00±0. 


00 


0. 23±0. 21* 




0.00±0. 


00 


29.20+ t . 44 




0.00 + 0. 


00 


0.57±0. 20" 


± i xmnw. 


1.72 + 0. 


40 


47.00±10.31" 












0.72 + 0.26 


9. 13±5.92" 




0. 18 + 0 


10 


0. 13 + 0. 18" s - 




0.01±0 


03 


1.06±0. 54' 


£ 2 *E?Hft 


0.90 + 0 


35 


10.32 + 5. 84" 



* ^M?m 1 % 

n.s. WSc&il&l' 

±^±^y*7_ t l JX>j? l JXYIT 8 2 6 6 ^MM^M^lI^-g^li 

<+J-^x>^7 t'jX>5"JXY I T8 2 6 6 ©*tt<£«M#*Bliitlfcft 
l:iJDLT14Br« (5%^i3&#) Lfc (12 2). ft. Z(D<&> X.*)l 

x-mafifg&izuzjuz* nm>. mm. flijrat^;uD-x*-esiSLfc. 

fr-otz m2 3). 
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9 9 



WIMftfiJc [%] 











22.30 


20. 56 




55. 80 


54. 15 




4. 00 


4. 00 




1. 00 


1. 00 




1.00 


1. 00 




10. 00 


9.85 




0. 15 


0. 15 




0. 50 


0. 50 




0. 25 


0. 25 




5. 00 


3. 55 




0.00 


5. 00 


58 <1t^x>+7 


t'Jl 


>9 U XYIT8266 



2 3 









S5fll*[g/14day] 


236. 0±8. 6 


227. 8±21. 5 n s 


#:fii^Jn[g/14day] 


95.9±4.0 


93. 6±11.9'- s - 


(a) X^i— x> h t 







n. s. ^M?£%tU L 

!2 4M2 5l:S1"i:^(:, -fif^x >^7 tUX>^U7Y I T8 2 6 

6 z&^-Tzztizj:-?-. 2 xmttwtammwmmizm 8 2 %, ^^02 

-f- + t^x>^7 t l JX>5"J7YIT 8 2 6 6!l 1 ;Jcflifi-fit^ £ 2 :^fll?t 
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2 4 

&m.MttWL<»M&&?&* mo 1/day] 



1 ^EjtK 



a - a U 3— Jl-K 


13. 


70 = 3.40 


15. 27±3. 12"'' 




7. 


32 ±2. 07 


11.60±2.48 M 




0. 


12 = 0. 17 


0. 29±0. 15" ■ '■ 




24. 


37±5.86 


35.30±2.55 M 




1. 


lOrbO. 41 


1. 34±0. 27" ^ 


£ i :km?tm 


46. 


60 + 7.30 


63.80±6.81 M 


2 ^9ift^ 










10. 


10±6. 51 


0. 22±0.46" 




0. 


35±0. 31 


0. 00±0. 00' 




0. 


80±0. 32 


1.81±0. 64 n s 


£ 2 


11. 


25±6. 59 


2.03±0. 81" 



** WJctK^P 5 % 
* WIctK^ 1 % 
n. s. WiS&MfcL- 
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mmmummrtm-k 


i 'kmn-m 








a - 5 n. 'J □ — n 


m 


23. 58±5. 32 


23. 1 1 ±3.47" " 


,3 - = zl'J 


m 


12. 59 ±3. 07 


17. 50±2. 51" 






0. 19±0. 27 


0. 43±0. 22"' : 






42.47±11.42 


53. 87 = 3. 01* 




im 


1. 89±0. 65 


2.06±0.50 n ' 


£ i ;fcm?tie 




80. 72± 1 1 . 55 


96. 97 =h 0. 98** 














17. 30±11.46 


0.30±0.67" 






0. 59±0. 53 


0.00±0.00* 






1. 39±0. 59 


2. 73±0. 89" 






19. 28±11. 55 


3.03±0. 98" 











* mn*m i % 

n. s. ^ft&JSft L 
-rit^-x>^T t'Jx>^ UXYIT8 2 6 ejmM^^MM^^mMB 

pHf&T 

0. 5 g<D 1 4 B §©IBrt§ft$4. 5mL WlliaiTK'ZJKaL, 0. 5mL (7) 
(9, OOOrpm, 10^) L T±rf LfcHS, 0. 45^m(D7^e- 
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12 6 



PgfrimiaK^ ^KC-811 Shodex (2*) 



(eft*) : 7 p o7t h- h U 1 5mM3&i£«r£ 

fi£(lmL/min) 

pHHS»« (SKS) : 7%7th-hUJL 6 0 mM h 'J X ( t H □ 

^E&7§fl£(lmL/min) 

-t;utas : 4 5t: ■ 







mmmmmn-mk 




6. 65±0.08 


6.46±0.20' 






37. 5±4.0" 


mm. 


26.6±8.4 




7.2±2.3 


17. 5±4.0" 


mm 


2.2 + 1.4 


3.9 + 0.8' 


%m 


2.5±l.O 


2.6 + 1.2" 5 




15.5±7.3 


21. 8±7. 4 n s 




l. I ±0. 6 


1.8±1.3° s 




0. 7±0. 6 


0.4±0.4 ns ' 


±m.mmmm 


55.9±l5. 7 


85. 6±5.2" 



** ^M*m 5 % 

* WSctK^ i % 
n.s. ^Mt£7jtU.L 

*<Dm&* mmftwt&mtpHQ. e 5 , ±mmmmmm 5 5 . 9mM -r&o 

fcCDK*fU ^^fx>^7 tUl>3"J7Y I T8 2 6 6 iSJjBiiillit^ 
■km** PH6. 46 (W«7K^5%), ^J@«lgl»K«tt8 5. 6 mM 
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2 5mg CD 1 4 Bl©*ffi*7? 'J 3.-*^ y (1 5mL) (CMO^ 

'0, 0. lymol (DF*]M*P$l1t i.5d-3^^» ch 1 NtKB!^ h 'J OA 
*raO 9 0 %X37 ./ -)l<m&> lmL *Dn;iT, 8 0 t C(DZfu y 9 — TftD 

mtTz. 0. 5mL <ftj&@7ic£j!jnA. *f4X^O-JU£2 . 5mL CD 

5il-fil'T2@M,U: s JSitifflcl*, 7. 5 mL £>&®7KTifet£L£:!£, 6ft 



St2 8 





(GO ftffi&fr 




GCgf : 


Yokogawa-Hewlet t-Packard$2i> 


^^;U5890 


: 


SPB-1 FST3- HLt+t tT7 






(SupelcoffiJ) 0. 32mmi. d. X30m 




ft^AifiS : 


250^, 8 5t— 270°C. 1 0 c C/t>^270 c C . 15t> 


^tU7- («tii) 


: He(0. 8mL/min) 






Spilit. T = 230r 






FID, T = 2S0°C 




"t^^SAS : 


1 u L 






2 5^ 





<+H L x>^ , 7 t'JX>^iJXYIT8 2 6 6©g4i:J;oT, ZiUX^n 

Sfi:lTLr; (i29) 5 in^wn uxfo- JUofliftf^ittStitcouTte, 

*»«*a>gs&(Z)5S£i;KI^L 3. <fc^«=» (Suzuki. K..et. al.. Cancer 

Lett.. 33. 307-316. 1986 ). Y -»t ^ x > + T t'Jl>5"JXY I T 8 2 6 6 
5i, 3U-X^n-;Uft3lt^©£££ffl*iJL. te*L?#5. 
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2 9 





Sb 






25. 7±12. 5 


9.2±11.9* 


□ -/ n -7s 9 ' > 


1. 9±2. 5 


0. 4±0. 6"' 5 




72. 3±14. 2 


90.5±12.4* 




27. 7 rt 14. 2 


9.5±12.4* 


n-7°n x^ y > 







* W^tK* 1 % 
n.s. W.HfellfeL 

H»J8 -f-y-^x>^7 t U U 7 Y I T 8 2 6 6 Offrrt$*Jl:J:5 

2 #8IH-g£M£«J 

<1j-^-x>^7 t'JXy^U XY I T 8 2 6 6 0 . 1M© 

u >mmmm (phs. 5) ciiLT< y^y$^ (x>-7;px>^-y^-r 

2n3£T*£DMl7to M#:^M^9, 0 0 0 gt 1 SM-L^ilt- ± 
-r+h^-x>^7 t'JX>5"JXYIT 8 2 6 6 g)g^fil:J: § 2 ^EN" 
HM#J 7 tfflJj&T"( -tt^x>=^T t l Jl/^'JXYIT8 2 6 6^biS 
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3 0 







ft 




22.30 


20. 78 




55. 80 


53. 12 


mmm. 


4.00 


4.00 




1.00 


1.00 




1.00 


1.00 




10.00 


9. 77 




0. 15 


0. 15 




0. 50 


0. 50 




0. 25 


0. 25 




5.00 


4. 43 




0.00 


5.00 



3 1 









mmmig/iuay] 


232. 


8±9. 9 


220. 7±6. 5 n s - 


temmtiU [g/14day] 


95. 


9±4. 0 


88. 4±4.5 n s 



(ft) X^zr— r>M-&5£ 



n. s. Wjft&MfcL 
^3 2S^3 3 IZ^k-T^vlZ. <-^x>*T t'Jly^'JXY I T 8 2 
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3 2 



1 "A Hti < 1 n«L 










8.56±1.S5 


6.30±2.04 ns 






6. 80 ±2. IS 


S. 70 =b 3. 04 n s - 






0. 20±0. 15 


0.25±0.06 ns 






28.96+ 1 1.99 


29. 99±4. 77 n : " 






0.44±0.29 


0.64±0.35 n " 




± l *EH-K 


44.96±13. 17 


46.37±9.40 ns 














9. 87±5.46 


2.01±2. 26° 






0.02±0.05 


0. 00±0. 00 n s 






0. 65 ± 0. 36 


0. 49±0. 14 n - s 






10. 54±5. 29 


2.51±2. 18" 





n ^M?m 5 % 
n. s. Wlc&M&L- 



3 3 





[%] 














13. 75±1. 82" s 


d-5i'J3- 


16. 01 ±4. 33 




12. 39±3. 19 


17. 30 + 3. 29" 




0. 34 + 0. 20 


0. 51 ±0. 09"- 5 




51 . 04± 10. 63 


62.47 + 6.95" 




0. 76±0. 34 


1.27 + 0. 56" s - 


-t i :kmnm 


79. 82 + 8. 31 


94.02±3. 61" 










18. 29±8. 90 


3. 64 + 3. 76" 




0. 04±0. 1 1 


0. 00 + 0. 00 n s 




1. 13±0.38 


1. 07 + 0. 44"- 5 




20. 18 + 8.31 


5.98 + 3.61" 









** m&ym 5 % 



n.s. 
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mmft<D±mmmtii&mjkztpHit, &mft&-kmrf5 4. ohm, ph6. 6 

5T«^:«i:»L m^m^nmmummnm-kmTit. 6 8. 3mM cws 

7Ki$5%), pH6. 4 6 (W.&7K*5%) T&ofc, »SM#f*I^ 
134 







ft 




6. 65±0. 08 


6.46x0.20' 


&8IJ|gItfr&^S [mM] 








26. 2±9. 0 


30. 2 + 7. l n s ' 




7. 2±2.5 


14. 3±2. 2" 


mm. 


2. 2 ±1.5 


2. 1 ±0.9" 5 


mm 


2.4 + 1.0 


1. 9±1. 2" 5 




14. 3±7. 1 


17.8±6.4" s - 




0.9 + 0.3 


1.8 + 1.7" s 




0. 7±0. 7 


0. 2±0. 2" s - 




54. 0±15. 9 


68.3±13.9' 



* ^M?Km i % 

n. s. W.&&Mfet 

<+h-+x>^T -+<JX>^ ij X Y I T 8 2 6 6 WlftMWlCioT, 
T 8 2 6 6 tili, 3l/Xfo-;Ktli»ol 
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^3 5 

















21.1 ±8. 2 


10.0 + 9. 9' 


n 7ux9 / > 


2.0+1.6 


0.5±0. 5" 




76. 9±9. 6 


89. 6± 10. 2' 


n~7u79 ; — )l+3-7u79 >y 


23. 1+9. 6 


12. 1±10. 7* 



** ^^tK* 5 ?« 
* WlczR* 1 °o 

i) mmfotf'k& (mm) 

Sl3 6 

mmfatf'k&(D®.f& [%] 



g^M#<7>^*£#J 10 

ffi^&m* 30 

?l «f 25 

h^^EOZl'>7 :: >7°> 20 



2) «t«i6]ttfim 

^ H «fc 0 Gtfli W & SB L = 
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S3 7 



15 

^X>& 0.1 
dl-'J>n*& o.l 

(ytt» 20 

D — "J )V\z b — h&L (7 0%) 10 
51f It h ') 0.05 

fi £f I f 



3) J^ff-g^ 
# <n®Jj \z J; 0 £ Sit L £ o 

S3 8 

m?tfiC^OffifiJc [%] 



33 

^U-y^U-y^ft 60 
Sil^O^tl 5 

mm mm 



4) fgsm 

LT3-y;u b&mmLtz, :ni:iffi«ai 1 Tf#feMSift$ o . 1 ~ 2 

5) ?LS 
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7t-x> 7.»i < • 7^f7, e^r • x 7 u /+»-&££ kn ^7# 

■7> • r;^AX7*-^blifn58«« 1 lXti2i^±$fM^LTtW 

5. 9S^ffi>+7I, 7;U-r^nv-r-trXM> A>t-7X#7l, It 
y#D^-fc:*K, t#tr^TJK. +t>y*yi, r-;U-77s#^JS, tf^T'JRRtf 

^zs^vtsu-^-(-txm,t)^m\tt\^> i axfi2a^±(D^sTfe^^ >^it#m 

6. MKffx>+7-t'JI>^ l JX 1 ^M^DT^tX-TH^vT 
:K7, 7;i -f • r> 7^7. 7JH^07<tX • V—t h U •7>>7 > 
/\>t-77^7-^^'77A, #D = -fe7 • -feU t*->X, ^'yTJOS-t 
7-7VU777. f7*P$t7 • X^> 7-7. 1t-y * a^iz7 • ^--X* 
^7, 1t-y*P 5-fc7 • /N*-\*^-7. t#tlf7- ^h-, ^>77*-X7^ 

7. ^t^yy-ifiii'y-- ^-y- >77 • -tf -r 7;^fx, Tt>>y • v 

^ — > +t>>7" - 7;i/h— ti", =r^>77 - hnti^'JX, ++^7'- > 'J 

7 • 7/77, tr^T • *)l7,=f— , Jk&T-zf •*)■"; *D7< -feX • 0^> — 

50 



WO 01/05412 ^ A PCT/JP00/04843 



7. mM^4-6i^n^imtm(Dmm^^mixu^2Mm^m±mmm 
? ;i/-r^D-7^-txjs, \d^7mxteh)i7x-$ ; ymizm-?z>mm<D 1 1x112 

9. +t>yy.y7^7, i'D-fi>+7-t l JX/^'J.7„ A>t-7X* 

i7DX7 7-7-77'J*-7-. /7M^n7<t7-7J^y 
T^-X, 5JK^O?^tX-7^L t°f7- 77Uy^M>^77# 

10. 91*^1 Xtt2SBIK<Z)»«OD l^X^n-^iST^^^p^Stitw^i^cD^fflo 

11. ^S<D2^:fiB?t^^i!l^Ji33i^fcJ6^fflo 

12. iWffx>^7I, ^M^nT'ftXl, A>t-7X^7g, If 
>y7JP = i=X^ fctffcf^TH, *-V>^«, h^7.7#7S, t°f7lS^' 

^■^f-y-y *n-7<-kx«*^afins 1 ixa 2 i£ii±©BSt$ 1 1 

13. »#*H'-tf3 L x>4 1 T • t'Jl^UX, ^M^n7-ft7-7il/+y7 
:fX, MK / <P7<t7'7^fX, ^7 M^D'7'ftX ' If— ^ f U^>X. 
A>t-77*7-^^77A, If ^-feX • -t l/h'yl, tf-yTJPa-fe 
X-^*-rU >i>X, If y#P£-feX - X^rV^— X, Ify .77 □ = t7 • 

7\ ^-v>->*y • X^xJUv-, +t>y7'-tW7;<rX, ^>'^'V 

T^h-f. ^ J r>->*y- hPtTTJ'JX, ^t>>*^- ->'J 

>H7*>X. ^t/y^'-^f 'J7, h^77#7-fJl'7.^X7+-. tf^ 
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15. +t>>yi, + A>t-7X#7l, ^ni7^T7i, 

16. ^^^>-y-y^^T. <ffx> + 7-tUX>^U7, A>tZ77# 
^•■^'t^A, ? nxy • 7 "7 U # — :K ^JK^nT-ft^'TWy 
7^X, ^M^n7-ft7'7^fX. t°f7 • Tj'J/tRU'hJ^^* 

ft t T 5 p iv X t- □ - ;HST <D fz tb (DmWJj& o 

17. SfS^^t-^^ch^^tT^ 2^MH-^M^»JcD^^(D^iS^o 

18. -9-^31 >=^7JR, !7JK^n?<tXl, A>tz77,*7l> 1f 
*v*P^i:^JK, t*t s f7I, **>v^K, hJl^XTf^m. \£9-TMR& 
?-zi*)-vt)n-?'(±.7,mfr£>m\£nz> l «xli2«£Jl±(Z>S*S-e<fc£§ff*« l 7 
SE*c07m 

19. WW^5 1 x> + 7 • t'JX>^iJX, ^JK^av-ftX-TMy7 
±X, ^JK^D7< -feX • ^?7X, • +J-— ^ h U ^>X, 
A>t-7X#7 • ^^77^. t7*P5t7, • tl/h'yX, lt-v*P a-tr 
X • y^f I > ->X, ^7*OitX-I+y^-X, 7J a 5izX • n-X^ 

ify* n «t7 • A'-V^-X. t#e^7 • X*;i/ h ~, ^t>y7-y7^ 

7, +t>y*y-Xfx^y-, 4^ > -v^ • if-f 77-YrX, ^>>?*-7 

t^x, +t>v7 • h— tK +t>y^- Knfcf^'JX, * a- > ->* y • -> "J 

>h*7->x. ^tyy^'-xfiJX, h.)l7X^7 •fJ17*Jl.X7^- > t:^ 
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if^ia i 7 iBiSo^iio 
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[2ooofi2^i4B (0 4. i2. o o ) mmmzm^m ■. tti&%$)(.ot8#<rjmm 

1. 2, 8. 9, 1 6l*MlE£tltz ; te0>»*©ttHtf:j£Mfc U (31)] 

1. (ttiESe.' 1 •*C1f^-=.>=rTJR, /\>t-77^7l, ^nxy^^JK, 
-f^nT^t.XI, tf^-TJRXtt b f> 7 ;7 7>JItC JIT o 1 lXK2m 

2. (*iIE&> Y-H-^x>^T • 3*-'jx>^U*. A>-t7_x77#77 • 

A. ^DI';."T7 ■ 7 7 'J # — t- ^H^DT'ftX-T^yTt^. 7 ;u 
-f^P7^t7> • 7>7^7, ti^T • 77 'J y+fS^'HL'7 7#7 • -rA7*>>l/X 

-;hst?w. 

5. IPSfcWif^^TJR. ^M^nT-ftXS, /\>t-7X^7Jg, If 
<;*nstm t^h'fTI- =^>>^JK, h^77#7^, tf^TKXtf 

6. SS*Wf^x>+7 • t l JX>^ l J7„ 7M^n7<tZ-7J^/7 
7^X, 7)K^07^tX ■ 77?X, 7A"f ^nv-rizx • If— * h 1/7 >7, 
A>t-7^#7- W77i». If y ^ DS-feT. • tl/k'vl, 1f-y*OS-t 
X • 7*< U- > X, If y +} □ H -£7 • X=r -> 7'-7 , If -7 7J □ 5 t7, • ZL~ X# 
77, if 7*D=t7 • 'N ,J rT"7, t#tTr-T • 7*;Whx, 3=-* > • -x'7>i' 

7. > v*^ • Ifiil"/-. =r-r ✓ V7 7 " ■ "tf-f 7> / 1'ta. 4-7 • V 

7X, =^ > > y • h— if , -T" "Y ^ • h □ tr# U 7, ^i- >->*^' • -> 'J 

> h'7-/I, =■ -7 > -7 7' • if U 7, . h U -7 7# t> • -r ^7';lX -< 4=—, hff 
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